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genome of the mammalian host pell, so that the regulatory 
element is operatively assoc/ated with an endogenous gene of 
the mammalian host cell an<y so that activation and 
expression of the endogenous gene are controlled by the 
exogenous regulatory elemfent. — 



— 27. (New) / The mammalian host cell of Claim 26 
further having an exogenous amplifiable gene operatively 
associated with the mofdified gene of Claim 1 so that the 
modified gene is also/amplif iable . — 



/ 



— 28. (New) The mammalian host cell of Claim 26 
or 27 wherein the mddified gene contains at least one 
mutation introduced/ via the homologous recombination of the 
exogenous nucleotide element into the genome of the 
mammalian host ce] 



t4. 



: -29. (New) The mammalian host cell of Claim 28 
wherein the mutation occurs ^Lthin the amino acid coding 
region of the endogenous q£n£. — 




— 30. (New) / TfiG mammalian host cell of Claim 28 
wherein the mutation oc\pu£s withinth^ 3 ' untranslated 
region of the endogenous /gene . — 
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— 31. (New) T>£/ mammalian host cell of Claim 28 
wherein the mutation ocdnrd withirp- J tfi e 5' region of the 
endogenous gene . — 

/ 

— 32. (New) The mammalian host cell of Claim 27 
wherein the exogenous amplif iajole gene is integrated, via 
homologous recombination, inj£o the mammalian host cell 



genome. — 



— 33. (New) The mammalian host cell of Claim 32 r £y%2—' 
wherein the endogenous gene qontains at least one mutation 
introduced via the homologgfts recombination of the exogenous 
amplif iable gene . — 



— 34. (New) The mammalian host cell of Claim 33 
wherein the mutation occurs v^thin the amino acid coding 
region of the endogenous gei 



1/^-3 5. 



wherein the mutatio^ 
region of the endo< 




imalian host cell of Claim 33 
within the 3' untranslated 
ne . — 



■36. /Wev>tf The mammalian host cell of Claim 33 
wherein the muta/tion occurs within the 5' region of the 
endogenous gen^ . — 
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37. (New) The mammaiian host cell of Claim 26 
or 27 wherein the mammalian cell /ioes not grow readily in 
culture. — i 

V — 38. (New) The mammalian host cell of Claim 26 
or 27 wherein the mammalian host cell is a primate cell. — 



y~39. 



(New) The primate ycell of Claim 38 
wherein the primate cell is a human/cell. — 



^40. (] 




New) The huma/h cell of Claim 39 wherein 
the human cell is a normal cell/or a neoplastic cell. — 



L. 



(New) The /human cell of Claim 39 wherein 
the human cell is a somatic/ or a germ cell. — 



/ 

--42. (N 



the human somatic cell /is 



ewjj /The^/human cell of Claim 39 wherein 
diploid skin fibroblast cell. — 




— 43. (N^w) /The mammalian host cell of Claim 27 
wherein the ampli^iaMTe exogenous gene is dihydofolate 
reductase, metal Yothionein-I , metallothionein-II , adenosine 
deaminase, glutamine synthetase, or ornithine 
decarboxylase .A- 



4 





PATENT 
DOCKET NO. 3.2 

J — 44. (New) A secondary expression host cell 

having the modified gene of Claim 26. — 



4 



— 45. (New) A sec 
having the modified gene and 
27. — 




expression host cell 
ifiable gene of Claim 



i 



— 46. (New) The secondary expression host cell 
of Claim 44 ^ o - r 4-5 * wherein thgr secondary expression host cell 
s a mammalian cell. — 



— 47. (Ne 
wherein the mammalia 
a monkey kidney eel 




mmalian cell of Claim 46 
i^s a Chinese hamster ovary cell, 
127 mouse fibroblast cell, a 3T3 



mouse cell, a Vero cyfell, or a 293 cell. — 



— 48. (New) A methga for producing a mammalian 
host cell having a modified geyfe comprising: 

(a) transforming a /aammalian host cell with a 
nucleotide sequence compris/ng an exogenous nucleotide 
regulatory element flanked' by a nucleotide sequence 
homologous to a region of at least about 150 nucleotides of 
an endogenous gene present in the mammalian host cell so 
that the nucleotide regplatory element is integrated via 
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homologous recombination into the genome of the mammalian 
host cell; and / 

(b) selecting a transformed mammalian host cell 
having the modified gene in whigfi the exogenous nucleotide 
regulatory element is operativeay associated with the 
endogenous gene so that activation and expression of the 
endogenous gene are controlled by the exogenous regulatory 
element. — / 

J — 49. (New) ;y method for producing a mammalian 
host cell having an ampliyfiable modified gene comprising: 

(c) transforming a mammalian host cell with a 
nucleotide sequence comprising an exogenous nucleotide 
regulatory element, ary exogenous amplifiable gene, and a 
nucleotide sequence homologous to a region of at least about 
150 nucleotides of an endogenous gene present in the 
mammalian host ceiy so that the exogenous nucleotide 
regulatory element/ and the exogenous amplifiable gene are 
integrated via homologous recombination into the genome of 
the mammalian hgfet cell; and 

(d) selecting a transformed mammalian host cell 
having the amnlifiable modified gene in which the exogenous 
nucleotide regulatory element and the exogenous amplifiable 

/ 6 
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gene are operatively associated w^/th the endogenous gene so 
that activation and expression of the endogenous gene are 
controlled by the exogenous regulatory element, and the 
amplifiable gene is operatives associated with the 
endogenous gene and the exogenous nucleotide regulatory 
element so that the endogenous gene and the exogenous 
nucleotide regulatory regi©n are also amplifiable. — 




tide &eq 



The mett*6d of Claim 48, j» r 4Q 
used to transform the 



— 50. (N/ 
wherein the nucleot 

mammalian host cell fv^6rt>6^r comprises a selectable marker 
and selecting a transformed mammalian host cell further 
comprises selecting fa. transformed mammalian host cell having 
the selectable marker. — 



— 51. (New) The method of Claim 48 or 49 
wherein the mammalian host call does not grow readily in 



culture. — 




--52. (New) The mrfthpd^bf Claim 48, 
wherein the mammalian host jc^jfl is a primate cell. — 



— 53. (New) 
primate cell is a human c 




hod of Claim 52 wherein the 
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\J — 54. (New) The method of Claim 53 wherein the 

human cell is a normal cell or jk neoplastic cell. — 

J — 55. (New) TheJfcr€thod of Claim 53 wherein the 

human cell is a somatic eft/ £ germ je^ell. — 



/- 



f — 56. (New) \ jPhe jftfethod Q f claim 55 wherein the 
human somatic cell is a y&lploid skin fibroblast cell. — 





of Claim 24'wherein the 
of olate reductase , 



0 v — 57. (New) The 

amplifiable exogenous gene 

metallothionein-I , metallotM^prfe'in-II , adenosine deaminase, 
glutamine synthetase, or o^oirhine decarboxylase. — 



7Si 

— 58. (New) The metl>6d of Claim 48/e**-«r* 
wherein the exogenous flanking homologous nucleotide element 
introduces at least one mutation into the endogenous gene 
upon integration via homologous recombination into the 
genome of the mammalian hosjc cell. — 



ethprd of Claim 58 wherein the 
occurs within the amino acid 



— 59. (New) Th, 
mutation in the endogenous 
coding region of the gene 
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\i — 60. 



(New) The method of Claim 58 wherein the 
mutation in the endogenous ge/e occurs within the 3 ' 
untranslated region of the afene. — 

\J — 61. (Nevj^^he m^Wiod of Claim 58 wherein the 
mutation in the endogenous/^ene occurs in the 5' region of 
the gene . — / 1/ / 

for producing a secondary 
expression host cel'l which expresses the modified gene of 
Claim 26 , comprising; 

(e) transforming a Secondary expression host cell 
with nucleic acid isolated f/om the mammalian host cell of 
Claim 26; and 

(f) selecting a /transformed secondary expression 
host cell which expressed the modified gene of Claim 1. — 

— 63. (New) / A method for producing a secondary 
host cell having the ^mplifiable modified gene of Claim 27 
comprising: 

(g) transforming a secondary expression host cell 
with nucleic acid/isolated from the mammalian host cell of 
Claim 27; and 
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(h) selecting a /transformed secondary expression 
host cell which contains/the amplifiable gene of Claim 27 
and expresses the amplifiable modified gene of Claim 27. — 





— 64. (New) The/ method of Claim 62, o d C -3- 
wherein the nucleotide sequence used to transform the 
secondary expression host/cell further comprises a 
selectable marker and selecting a transformed secondary 
expression host cell further comprises selecting a 
transformed secondary/expression host cell having the 
selectable marker. — j 

/ / fr &ttxtt - 

— 65. (New.) The method of Claim 62, ot~-&3 — 
wherein the seco^dpry hj*st cell is a mammalian cell. — 

The method of Claim 65 wherein the 
mammalian cell ijfe Chinese hamster ovary cell, a monkey 
kidney cell, a yci27 mouse fibroblast cell, a 3T3 mouse cell, 
a Vero cell, cfr a 293 cell. — 
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67. (New) A method/ for activating an 
endogenous gene in a mammalian cell comprising: 

(i) transforming a mammalian cell with a 
nucleotide sequence comprising /an exogenous nucleotide 
regulatory element flanked by k nucleotide sequence 
homologous to a region of at least about 150 nucleotides of 
an endogenous gene present im the mammalian cell so that the 
nucleotide regulatory element is integrated via homologous 
recombination into the gendme of the mammalian cell; and 

(j) selecting a icransformed mammalian cell in 
which the exogenous nucleotide regulatory element is 
operatively associated with the endogenous gene so that the 
endogenous gene is activated by the exogenous regulatory 
element and the endogenous gene expresses its gene 
product. — 



Y — 68. (New) The 
mammalian cell is a Chinese 
kidney cell, a C127 mouse 
cell, or a 293 cell. — 




>d of Claim 67 wherein the 
fter ovary cell, a monkey 
mouse cell, a Vero 
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\J — 69 9 (New) A method fbr producing a 
recombinant protein comprising culJturing a mammalian host 
cell having a modified gene comprising an exogenous 
nucleotide regulatory element opferatively associated, via 
homologous recombination into the genome of the mammalian 
host cell, with an endogenous gene of the mammalian host 
cell so that activation and expression of the endogenous 
gene are controlled by the exogenous regulatory element, 
under conditions wherein thf modified gene is activated and 
the recombinant protein encoded by the modified gene is 
produced . — 



— 70. (New) /The method of Claim 69 further 
comprising isolating the recombinant protein produced by 
culturing the mammalian/ host cell. — 

— 71. (New) A re|t^)inant protein produced by 
the method of Claim 69. — 
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